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PROCEEDI NGS

[3:10 p. m]

DR. MURRAY: Let's call the neeting to order.

| amgoing to try to do two things this afternoon
and one is to hear fromand speak with Bartha Knoppers, who
has | ooked at positions around the world on issues concerned
wth tissue sanples, human tissue sanpl es.

Then we are going to hear fromDr. Elisa Ei seman

about what actually -- what are the realities of tissue
sanpling in the world.

So, Bartha, would you -- of course, | know you
wel |, but would you introduce yourself to the --

Agenda Item Cenetic Tissue Storage:
I nt ernati onal Conparative Positions

DR. KNOPPERS: | am a professor of conparative
medi cal laws, as well as genetics ethics and | aw, children
and the law, et cetera, at the University of Montreal. W
field is research. In the last 15 years or so, it has been

in the area of new technol ogi es, be they reproductive,
genetic, biotech and so on.

| head up a research team on bi ot echnol ogy | aw and
society and | attenpt to keep track of what is happening
around the world, but not everywhere, believe ne. So, naybe
-- do you want any further introduction? | chair the
UGAL(?), UGAL International Ethics Comnmttee fromthe Human
CGenone Organi zation. And | also sit on the UNESCO Ethics
Commttee, the one that is attenpting to draft the universal
decl aration on the protection of the human genone and human
rights.

And | think maybe Noelle Lenoir, who is the chair
of that commttee, m ght be popping in later during this
particul ar session.

DR. MJURRAY: W have a paper fromyou, a draft
paper, which sone of us received yesterday, and had a chance
to read. Not everyone did. So, if you could give briefly
in 10 or 15 mnutes a description of what you set out to do
and the highlights of your findings and then the rest of the
time, | would Iike to just have sonme conversati on.

DR. KNOPPERS: All right. This paper is very nuch
in draft. Please, do not cite it in any way for the tinme
being, a typical |lawer's statenent, but that is -- to ny
fellow authors, | told themI| would tell you that. So, |
am

| found several errors -- we changed all the



footnote nunbers. As you notice, we are covering about 80
different reports at the sane tine and as things cone in, we
have to change everything and I amnot very good in

informatics. So, | haven't quite learned howto do this
yet. There are no glaring errors.

| will, however, in about two weeks send a revised
copy. | also was very careful not to be too concl usive,
i.e., not -- | did draw sone concl usions, but | have about

anot her four or five pages germ nating, sinply because this
report is being presented not only to you, but also to the
UGAL Ethics Commttee and part of it was funded UNESCO and
woul d prefer that every agency take care of their own
concl usions and not be |eading in any respect.

But when | submt it for publication in England,

which is where it will be eventually in a book, I wll be
much nore personal. There are already sonme persona
conclusions. You will see it on the last page and | w |

get to that in a mnute.

Okay. Wiat is the nethodol ogy used in preparing
this particular report? Onh, by the way, | have to do a
pi ece of advertising. There is a book that has just cone
out on human DNA | aw and policy, which is the report of a
conference | chaired | ast year, the First Internationa
Conf erence on Human DNA Sanpl i ng.

Ckay. The net hodol ogy used is one that we have
devel oped at the research center where I work in the | ast
nunber of years, is that we |look not at the literature,

t hough, obviously, we read all that stuff, but we take as a
basis for our report all official, obviously, all laws, in
guotes, that exist on a given topic at the international,
regional or national level, that we received that are
official, i.e., we do not deal with bills.

So, you will find the United States descri bed
rat her succinctly and certainly not covering these kinds of
bills that come and go and |live and have different |ives and
so on. Sorry for that. Al right. So, we take |aws. W
take reports that conme from governnent - appoi nted nati ona
ethics commttees or standing commttees or conm ssions of
inquiry or health councils or -- at the next |evel.

And we al so deal -- | should say cover
pr of essi onal societies that have come out with statenents
that are published. If we find sonething that is
unpubl i shed, we mght use it, but we will indicate that it
i's unpublished. W really want to make sure that we have
got, you know, the official version.

Then we, depending on the thene, we work by the
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international, regional and national level. W try to
regroup by subthene, but if you read this paper, you wll
notice that when we cane to the issue of retrospective
versus prospective use of archive tissues, we did the United
States all by itself because there are at a mninmumten
conflicting statenents dealing with what you can or cannot
do. And | wll get to that in a mnute. Because we usually
do one line and try to put three or four countries that have
the sane position in one line. Oherwise, it gets too
boring. But when a country is so different, we wll put it
apart. So, that is a little bit about nethodol ogy.

| also forgot to put our definition of what DNA
is, but I presune you all know. It will conme in on the
final paper.

Thi s paper has four parts. It sort of sounds |ike
a Latin book. The first is the status of human genetic
material. The second is the issues of consent and choi ce,
the third of confidentiality and access and the fourth,
whi ch is rather succinct, on security mechanisnms sinply
because it is not sonething that really turns me on. But we
have to cover it because | finally canme to realize after
having worked in repro tech for quite awhile that it is in
qual ity assurance that the beginning of respect for ethical
principles really starts.

On the issue of status, this is an endl ess debate
ongoing and will go on forever as to whether tissue cells,
bl ood, |eftovers, however you want to describe it, are part

of the person and in what in European and nost civil |aw
systens woul d be called a personality right, not that it is
you but it is an attribute or an extension of you. | take

for granted that nobody presunes DNA is a person. So, you
know, that is an attribute of your personality rights or is
it sonething that you could have control over in terns of
owning it and, thus, alienating it, as we would say in civil
law, to make profit.

So, there is a possibility of individual
commercialization. | quote Bl ackstone on page 2, who says
that these rights -- this is the traditional division
bet ween personality rights and property rights.

Whil e we were engaging this and we have been
engaging it for about ten years or so, this debate, things
are happening. So, | amgoing to be very short on the
status issue because it really is ultimately, unfortunately,
because of the commercialization generally around the world
of genetic research and genetic technol ogi es, going to be
nmore synbolic than real



The only place it really kicks in, pardon the
expression, is whether you yourself can ever profit from
your tissues, when they are, you know, genetically
interesting or unique or whatever or as a collectivity, you
sign away access to your community for possible percentage
of royalties or patent rights or whatever in the future.
That is where a property approach would allow you to do
t hat .

A personality approach says "no," it doesn't nean
you can't be indemified if you spend two days traveling or
what ever, but you cannot get paid for participating or
giving your tissues. They are an extra patrinonial, as we
say.

Most European countries take this position. You
w Il also note that UNESCO and the European Convention have
said that the human body and its parts and the hunan genone
inits natural state, natural state, cannot give rise to
financial gain. So, broadly, body parts as such and human
genone in its natural state as such cannot give rise to
financial gain. This is to underscore non-
commercialization, which is a very inportant phil osophical
concept in nost countries.

Thi s does not nean you can't have intellectual
property. This does not nean you cannot patent. It sinply
says that the beginning stage you do not own in an econonic
sense your body or your body parts.

Now, the only country that

DR. MIKE That is not really true in terns of
property law in the sense that bodies used to be considered
property by relatives after they died.

DR. KNOPPERS: A quasi property right after death.
Rel ati ves have a quasi property right after death to di spose
of the body either according to the will of the person under
awll, awitten will, or because the |l aw grants them
certain rights to incinerate, to bury, to donate to science
and so on.

DR MIKE  But fromyour standpoint, that has no
rel evance to this issue?

DR. KNOPPERS: No. A quasi property right is an
exception, if you like, because your personality no | onger
exists. It dies with you.

DR. MIKE But that was discussed in the early
organ --

DR. KNOPPERS: Yes, it was. Oh, yes. |In organs,
in grave robbing, in spermdonation. | nean, there are many
-- | amnot going to get into the status too | ong because we
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are going to stay there, but you are right. There are --

DR. MJRRAY: There is a wonderful discussion and
it my, in fact, be in Blackstone about this curious -- no,
it is not Blackstone. It is in the Keaton on torts, | think
-- this fanobus series of cases where a scholar witing about
it reflected that it is a curious kind of property right
because it can only lead to sort of liabilities on your
part. You are liable to nake sure this body is disposed of
in sone honorable way, in sonme way in keeping with the wll
of the --

DR. MIKE  What about sonme of the commentaries --
sonme other jurisdiction wuld reverse that and give a
property right?

DR. KNOPPERS: M ght do so. | was just saying the
only country that to date has an official policy position
that they are -- well, a country doesn't, there is a Cenetic
Privacy Act, which as you know does grant a property right
to -- let nme just find the exact quote --

DR MIKE: | haven't had the tinme to read your

paper, so if it is in here, then just tell nme to shut up.

DR. KNOPPERS: Yes, it is.

No, no, no, | won't ever do that, no. No, no. It
IS recogni zed.

VWhat is interesting about the Genetic Privacy Act
isin the states that have adopted it, one of the first
things that they take out is that because no researcher can
get grants -- | amoff the topic a little bit, but it is
inmportant, | think -- will get grants froma venture capital
fund or froma biotech firmor conpany or whatever if that
i ssue hasn't been cleared up because even though it is
probably fictitious that one day you are going to get 37
cents, ten years | ater because they found sone, you know,
product -- you know, like in the Moore(?) case. The Moore
and Hadi hai (?) and the Hawaiian and so, those are
exceptional cases. None of us are really that interesting.

It is true there are exceptionally, in quotes --
how do | put it -- genetically rich, pardon the pun,

i ndi viduals, but the nore case -- if the CGenetic Privacy Act
gains hold or the philosophy there, it mght be revisited,
but I know in New Jersey and so on, it has taken that
property |ine out.

VWhat is interesting about the status is that

ultimately, | think, and this is personal, that the human
body, organs, tissues, to nme, should not be either property
or person. It should have a -- what we call "la sui"

generis status, a unique status. The intellectual property
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and so on is one of those sui generis categories where we
should | ook. W can't figure this out.

We all agree that we have to exercise control. W
have to have choices. W have to have consent. Even if we
can agree to disagree on the purposes of that or | should
say the origins of that, pardon, let's recognize it as being
different, give it a sui generis status and develop rules to
respect the inherent dignity of the person.

DR MIKE: =-- inits natural state.
DR. KNOPPERS: Even in its natural state.
DR. MIKE No, no, no. | thought you were

l[imting that to in its natural state.

DR. MJURRAY: To only in its natural state.

DR. KNOPPERS: But it is sui generis only inits
natural state, yes.

VWi ch brings ne to the second part, which is on
consent and choice, which is ultimately where the true
issues lie in property or person, you will find out that
| ooking at the kind of choices that are offered under either
approach are pretty well the sane, the kinds of controls
that are suggested or choices offered to participants.

The only difference is under a property approach,
you can offer as the Genetic Privacy Act does a certain
control over comercial benefits, transfer to other
comerci al banks, possible returns and so on. So, that is
the only difference under the property approach fromthe
per son approach.

Under the consent and choice part of ny paper, you

will note an increasing -- | think we have reached as far as
we can go on the nunber of choices that we can fit in on
consent forns. In the sense that there is now sort of a

core elenents list, which | think is as far as we can go in
respecting individual choices nmade on the basis of spiritual
and personal values, which luckily in a multi-cultural
society are still there and are still very -- in a
pluralistic society and multi-cultural society are still
present .

These include, as you know, whether you w sh to be
told of the results or not, whether you want to know about
i ncidental findings, whether you want to be contacted in the
future, would you like your sanples to be used for other
research, under the property approach, your interest in
potential commercial products or whatever and under the
property approach, also the possibility of w thdraw ng not
fromthe project, which, of course, is in all research. You
can always w thdraw your consent to participate in research
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but actually w thdrawi ng your sanple.

Don't ask me how that works because it doesn't,
but it is there as an option that is offered. W have
increasingly a standard |ist of core elenents that are
appearing. Wiat we are mssing and you will see that in the
five pages covering the American positions, which range from

extreme -- what | would call individualized autom stic
approach, ny body, nyself, ny DNA, ne. Even after death,
you know, nobody can touch it because it is -- the earlier,

that kind of approach to a very |iberal approach com ng from
the American society's pathology, for instance, who in
reaction to this individualized autom stic approach said,

oh, I amnow a general consent. This has gone way too far.
We have gone haywire, you know, with consent and so on.

Somewhere in between, particularly in the |ast
year, 1997, you will see positions that recognize the soci al
validity and benefits of consent. | nean, we do live in
soci ety and, yet, respect individual difference and
i ndi vidual values. W are seeing a nove back from let's
say, 1995, when we had sone positions that would literally
stop all epidem ol ogical and all kinds of research because
the dead people didn't say what they wanted before they died
and, so, you know, couldn't touch it. After all, it was
t hem

| don't nean to be facetious, but | am describing
it in away that sort of brings the issues in.

DR. MURRAY: Bartha, this is on page 9 of the
paper in the first full paragraph. You refer to two
countries, France and Denmark, that have various kinds of
national registries. Biological banks, you call themor bio
banks. Wuld any repository of human tissue, including a
pat hol ogy | aboratory that kept sanples, would that be
i ncl uded, do you know, in these registries?

DR. KNOPPERS: The ordinance, as they call it in

France, on what constitutes a bank, | did not include in --
at least | don't think so. | will have to check under --
there is only one that | have received so far. | nean, |
followit in the French, but | don't -- no.

For each one of these bioethics | aws, there are
then what they call decrees, which are about 300 pages of

details on -- it is like your Federal Registry. At first
gl ance, know ng the French, | would say "yes," but | would
definitely want to check it out to make sure that --

DR. MJRRAY: | guess even nore of interest to ne

right nowis is there sufficient experience with these
national registries to have any idea whether they do any
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good or whether they have been an inpedi nent or --

DR. KNOPPERS: Do you have tunor registries here
inthe United States? Well, there is an exanple to see if
they work and can work in law, | guess. That, | know |
know about the tunor registries and how t hey work. \Whet her
t hese Dani sh bi o bank, which | think dates to what your --

DR. EMANUEL: DR. MJURRAY: But they don't keep
sanples. Tunor registries don't keep sanpl es.

KNOPPERS: They are not repositories --
EMANUEL: They are nore epidem ol ogi cal than -

KNOPPERS: They are record repositories.
EMANUEL: -- than pathol ogi cal sanple

38 B

col | ectors.

DR MIKE The way this thing is phrased, it
seens to ne that if you have sone pathol ogi cal tissues, you
only register with themif you then start to use themin a
particul ar study.

DR. KNOPPERS: Then you becone a bi o bank.
Because every pathology |ab or every hospital in France
woul d have to sign up if that were the -- which sentence or
whi ch footnote are you tal king about, Tom

DR. MURRAY: Well, | amactually reading a 1996
ordi nance | anguage. It says, "Or use to the sane end
sanpl es already taken of derivatives thereof.” So, it seens
to me that it is not sinply that in a normal course of a
hospitalization that all of those have to be registered, but
only if you subsequent --

DR. KNOPPERS: For the purposes of research.
Thanks.

So, Tom | amnot going to describe those four
pages of the conflicting positions here. One interesting
Eur opean approach under this consent choice is in addition
to this wide range of options that you get after your
"yes/ no" to actual consenting to the research, then is
subdi vided, is a possibility of being a general consent to
use in research, provided it is anonym zed or if it is
anonynous, obviously, you don't even know it is there, but
in the sense that it is an opting out.

For general epidem ol ogical or surveillance
studies, sinply being infornmed that this exists and sayi ng
"yes" or "no," allows you to opt in or opt out of having
your sanples, which you are giving, let's say, for
Al zhei nmer's research, used for any other research, provided
it is anonym zed. Because once it is anonym zed, you cannot
code it. It is beyond coding. You cannot be found. You
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cannot be traced.

There m ght be sone denographic stuff. There
m ght be sonme clinical stuff, but not enough denographic,
clinical data to allow you ever to find the person. So, you
enter the real mof not totally anonynous DNA, but you enter

t he real m of anonym zed, which allows you then -- which
al l ows general research to go forward, but woul d never be of
any particular -- there would be no com ng back to you. You

coul d never find out and the researcher could never find you
no matter where that sanple was sent around the world.

DR. MJURRAY: | thought | understood the
di stinction between anonynous and anonym zed that you were
using. Now | am not sure.

DR. KNOPPERS: Gkay. Let's just use the Anerican
Soci ety of Human Cenetics then -- actually, there are two
different -- if you | ook on page 12, the Canadi ans, of
course, we had to find a different word. W use
identifiable, traceable, anonynous, anonym zed. But since
we are in the United States, we will go to page 15 --

DR. MJRRAY: Actually, | like the Canadian
definition, but go ahead.

DR. KNOPPERS: Thank you, Tom

Vell, "traceable" sinply makes it clearer to
people and "identifiable.” Anonynmous biological materials
that were originally collected wthout identifiers are
inmpossible to link to their sources.

DR. MJRRAY: But may have ot her kinds of
i nformation, pathological, clinical information.

DR. KNOPPERS: Mght. It mght just be strictly
debris. It mght just be old bloods that have been sitting
sonewhere with no little things on. You know what people
use "anonynous" for mainly? To calibrate nmachines to.

DR LO It is stuff like all PKU sanpl es.

DR. MJURRAY: What would you do with material that
when it was collected, it was collected, but only with
denographi c sorts of data?

DR. KNOPPERS: That is anonym zed. Anonym zed was
originally identified and them becane anonym zed.

DR. MJURRAY: | don't wish to enbarrass you, but
woul d you m nd introduci ng yourself?
MADAME LENO R Well, first of all, I thank you

very much, indeed, to wel cone ne because this is the first
time that | have had an opportunity to attend a neeting. |
ama jurist by training, but, you know, | have here a
col | eague and per haps sone ot hers.

| am a nmenber of the French Constitutional Court.
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It is ny main function, which is not |ike your Suprene
Court, but it is a court, which is involved in the judicial

review of the constitution in the French way. So, | am one
of the nine judges and one woman. So, | amthe token one.
But apart fromny main functions, | have

international activities and we are coll eagues in the sanme
body, which is an advisory committee at an international
level and it is the International Commttee on Bioethics at
UNESCO because you know that long -- the institution of the
United Nations, UNESCO is the only one to have a specific
conpetence in science. So, it is pronoting research
prograns and at the sane time, has created this commttee to
whi ch participate very prom nent personalities from
different countries.

We are 55 from 40 countries and as far as the
North Anmerica is concerned there is ny friend Bartha here
and there are two Anerican persons, Bruce Al berts, Sidney
Al tman and Harold Edgar. So, it is not, | think, a very bad
conposition and you have people from-- nmany constitutional
judges from suprene courts and jurists, |awers and
scientists and phil osophers and di pl omats.

This commttee was asked by the states of UNESCO
to draft a declaration, which is going to be an
international instrunent. That is to say that it is not
simlar to a declaration which is nade at the end of a
congress, for instance. It is not a binding instrunment. It
is not atreaty, but it is neant to have a noral influence
and to try to ensure a certain stability in the field of
bi ot echnol ogy and ethics, which is nore and nore nediatic(?)
-- you say that -- issues for the nedia with the cloning and
all that.

So, | hope very much that no Dolly is -- Dolly is
not to have a sister or a brother until Novenber, that is to
say, until the adoption of this takes because each tine you
have a very enotional event in the field of biotechnol ogy.
Each tinme public opinion and politicians ask for
prohi bitions. So, we don't want that to occur in the next
future.

And, secondly, | amalways chairing an ethics
commttee, which has been created at the |evel of the
European Union, but it is a small body. It is an advisory

body, which conprises nine nenbers fromnine countries of

t he European Union, and the mssion is different because it
is anore -- it is directly related to the legislative
conpet ence of the European Union. As you know, nore and
nmore directive and regul ati ons have to do wi th biotechnol ogy
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and each tinme the European Union wants to legislate in a
field, such as transgenic aninmals, they ask our advice and
we have been asked to say a word about cloning and, of
course, we had -- at that tinme, we nmade our opinion, the
28th of May. So, your conmttee was the first one to say
sonmet hing about it. So, we made an opinion that you wl|l
have because your president, M. Shapiro, has had it.

At present we have been asked to say a word about
the research program which is going to be |aunched for five
years from 1998 to 2002 at the | evel of the European Union
in every field. The research program which is financed by
t he European Community and we have been asked to say a word
about the ethical issues and | egal issues of the research
programin the field of biotechnol ogy and bi onedi ci ne.

So, bioethics is ny dossers(?) -- you say that in
English? | amsure that | amgoing to learn a |lot fromyou

DR. MURRAY: Well, we are delighted that you could
cone and to initiate this dial ogue.

We are tal king about human tissue sanples, DNA
research. This is the Genetics Subcomm ttee of the National
Bi oet hi cs Advi sory Conmm ssion. The Human Subj ects
Subconm ttee is neeting next door.

This subcomm ttee has on its agenda al so reports
on genetic privacy and discrimnation and gene patenting,
but we haven't begun work on those two easy issues yet.

So, if it is all right with you, we will just
continue hearing from Bart ha.

DR. KNOPPERS: If it is all right wwth you, Tom
can we take five nore mnutes and ask Noelle to say what is
happening with the UNESCO declaration. | don't have to
| eave until 4:30, but naybe it would be nice for the people
here around the roomto know the rel ati onshi p between the

actual state of the declaration and what is in -- | nean, |
did -- ny paper does cover -- every section starts with
DNF(?) the declaration. So, there is -- but maybe what is

happeni ng i n Novenber or --

DR. MJRRAY: Pl ease.

MADAME LENO R Well, the drafting of the
declaration was a bit specific because it is an acadeny
body, in fact, the international commttee and whi ch was,
apart from any pressure of any governnent, which drafted.
The role of Bartha and Edgar was very, very decisive. So,
the draft prepared by the conmttee was submtted to a
commttee of governnment and experts, which is a nornma
di pl omati c process because you have two -- when an
international organization is drafting an instrunent, you
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have two stages. The first one is to gather national

del egations and your country has a del egation, which is
represented by Eric(?) here and he was positive and very
hel pful because the German had certain very strong position
opposed to biotechnol ogy, as you know.

So, this commttee had a neeting in July and nade
a text, which we present the consensus to be nore precise.
We conpromise. It is a consensus but it is, in fact, a
conprom se. Countries were very nmuch opposed to
bi ot echnol ogy and those were nuch nore in favor, the U K
the United States, Japan. So, it is a conprom se, which
represents the bal ance which has been reached anong the
states of all nations. Then this text is going to be
submtted to the General Assenbly of the nenber states of
UNESCO i n Novenber 1997

So, normally, it is going to be adopted by
consensus with the possibly reservations fromstates, but
normally it is a final text and | nust say that | hope it is
a final text because if it is going to be changed, the
change will be certainly in favor of prohibitions and we
t hought that a text of that kind, which is going to be a
reference and whi ch nust adapt to the change of science and
to the change of nentality in the long term has to have
t hi s bal anced approach considering -- and this is quite a
novelty in the text in that field considering that freedom
of research has to do wth human ri ghts.

| f freedom of research is established in these
states as the human rights having to do with the freedom of
sorts, which gives another view O course, it seens
synbolical, but in |law we know that synbols can have a
parational (?) effect when they are applied in concrete
cases.

So, this is the main -- input of the text is the
bal anced approach. O course, precise provisions can -- and
we have this Article 4, which is very anbiguous, but, in
fact, when you exam ne the different provisions, you can
have different coments.

But the main idea is to give a certain stability
tothis field, to say that, you know, research is an
activity, which is considered specifically by the
international community at the |evel of the states and that
research has to be protected and fostered and at the sane
time individual freedom and the concerns of public opinion
have to be taken into account, but the balance is very
i nportant to change and even to protect politicians when
they have to react urgently to the public concern, as was
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the case with the cloning recent affair and as is to be the
case, perhaps, with another discovery.

So, that is the points. Sone articles can be
controversial, but | think that on the whole it is the main
streamthat we tried to -- with great difficulty because,
you know, it is a field in which intervene cultures and
sonetinmes even religions. So, it is nmuch nore difficult to
draft a text of this kind having to do not only with human
rights, but also wth econony, finance, noney and industry.

So, the mxture is a very, very difficult one.

DR. MJRRAY: How | ong has this docunent been in
preparation?

MADAME LENO R Well, we have been working during
four years, but, in fact, because we consulted hundreds of

-- five hundreds or thousands of people, you know. | cannot
say that we took into account every remarks because, of
course, thereis a-- | amstruck -- | don't want to be too

long, but | amstruck by the lack of information of people
of the elite of the different nation, which are not invol ved
i n science.

| think that they have al nost the same | evel of
information -- you know, | nade a conference recently before
people fromdifferent suprenme courts, you know, and they
don't know about that even if they are very highly educat ed.
They don't know nore than -- it is difficult. They don't
know nore than | do with ny Internet, which is a very
difficult challenge for nme, you know. That is the problem

DR. MJRRAY: If you would be patient and I want to
gi ve the opportunity to other nenbers of the conm ssion and
the subcommttee if they had any questions about
international activities for you.

DR. LO Let ne just ask you, as you presented
your reconmendations, you had a bal ance between intell ectual
freedom the right to scientific inquiry and | guess the
protection of individual subjects of research. As |
under st and, you placed a very high enphasis on intell ectual
freedom

Were does that conme fron? |Is that -- | nmean, how
did you work out that that was given nore wei ght than the
protection of human subjects? 1In this country, there are a
| ot of people that feel that the primary thing should be to
make sure that no harmis done to people whose tissue is
used in this research

MADAMVE LENO R Well, we say that, of course. The
problemof rights is a problemof conciliation, reconcile
different values and conflict. But we thought that -- we
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said in the text that the human being is primry, of course,
and it is not because research and you know that bioethics
was born during the Nurenberg trial, nore or |less, you know.
We say that that the human being is primary and it
is not because the research is useful that we can get rid of
the right of human beings, their suffering, their agreenent,
their consent. O course, the principle is that the human
being is to be respected before anything el se, but we
t hought that freedom of thought, you know, is a val ue, which
is simlar to any other liberty. That is, you know, in the
conciliation, of course, human being is first, but we -- |
think that in your |egislation, you have freedom of

expression and you have also the protection of the -- in
privacy. So, when they are in conflict, | think that
sonetimes privacy -- you know, sonetinmes privacy is primary

vis-a-vis freedom of expression of the press sonetines
because you have a private life.

But freedom of expression and privacy are two
rights, which are respectfully both. You know, this is the
meani ng. \When there is conflict, of course, you know --

DR. MJURRAY: If | heard you correctly, what |
understood you to say is that whereas the protection and
respect of persons have al ways been w dely recogni zed as a
principle. The notion that scientific research was a form
of a kind of free expression or freedom of speech, freedom
of inquiry, that hadn't been so formally articul at ed.

MADAME LENO R Well, of course, | don't like to
gi ve exanples comng fromny country, but to give you a
concrete exanple -- | was drafter of the opinion. W nade a
j udgment in 1994 about a |egislation, which was about
fostering first language in culture. And there was a
provision in the law, which states that if a researcher
publishes its results, he or she must publish in French, in
English, but also in French. Oherwi se, there is no public
funding. It was to protect the French. So, we say, first
of all, freedom of research derives from-- | amsorry to
give this exanple, but, you know -- freedom of research
derives fromfreedom of expression, which is said in the
Decl aration of Human R ghts of 1789, which we applied in now
the French Revol ution, which says that freedom of
expl anation is one of the nost precious liberty of mankind.

So, we said freedom of research divides from
freedom of expression, which is the nost precious and we
said it is contrary to the freedomof research, which has a
constitutional value since 1789 through freedomof -- to
l[imt the grants to the researchers, according to the
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| anguage, the use, because it has nothing to do with the
scientific quality of the research. It has to do with
anot her purpose, which is the French | anguage.

But now, you know, our mnister of education
decl ared one week ago that English is no nore a foreign
| anguage in France.

So, that is the punch, you know. W say that --

we nmake the -- and the German did al so. They associate
freedomwi th research. | studied the case | aws of other
countries because you had in certain countries always in
conflict, first of all, between religion and research and

t hen between the state and research, you know, and the
research community gets nore and nore autononous vis-a-vis
the ot her powers and now there is a problem of econony and
research and public opinion. It is another challenge, you
know.

So, we had to reaffirmthe problem the principle
of freedom and research in that context and | think that in
the present context of the great tension between the
scientific community, industry and public opinion, it is
norally appropriate to reaffirmthis activity as a free
activity. So, that is why we have several articles.

But, of course, it is not because -- you know,
freedomis neither general nor absolute. So, it is not
because you are free that you can breach other very
i nportant values. But in the conflict of values we thought
-- and it was approved by the country, | think. They were
| ess prepared to approve other things, but I think that the
bal anced approach is accepted now.

DR. MURRAY: Thank you.

MADAMVE LENO R There are ot her problens.

DR. KNOPPERS: Should | continue, Tonf

DR. MURRAY: Yes, please.

DR. KNOPPERS: | am now t hi nki ng about the
declaration. | have to get ny m nd back.

Bef ore people entered the room | had just
finished describing the part of the paper on the status of
human genetic material. | was finishing up on the consent
and choice, which I won't repeat. | sinply enunerated the
standardi zed sort of core element that seened to be
appearing after about ten years of discussion in different
policy docunents around the worl d.

What | won't describe for lack of tine, but in any
event it is in the paper are the specific provisions nmade
for newborns, use of newborn sanples, where, obviously, the
newborns can't speak for thenselves, or the use of the
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sanpl es from deceased persons, who, obviously, can't speak
for thensel ves.

They are, however, described in the paper and
m ght be of interest to you in terns of the exception,
again, nmade -- and | can underscore this for anonynous
studi es, surveillance studies or for epidem ol ogical
studi es.

| stress this point because in the area of
genetics, w thout proper surveillance studies, incident
studi es or genetic epidem ol ogy studies, hopefully, in ny
opi ni on, using anonym zed sanples with sone denographic or
clinical data, it would be, again, that is totally personal
a lack of scientific integrity to proceed in the absence of
such studi es.

It is al nost paradoxical to protect the sanple;
i.e., in quotes, according to sonme person and yet not have
the proper scientific data on which to run your research
with those very living persons, whose rights you are
supposed to be protecting.

So, that is a very personal point. It does cone
out in the general conclusion at the end.

| also wanted to highlight the |last point before |
go to consent and confidentiality and access is that this
notion -- it is in Holland. It canme out in the 1997
position of the Council of Europe on the protection of
medi cal data, this possibility of an infornmed opting out for
this kind of general anonym zed research or for surveillance
studies or whatever, i.e., tell people what is going on and
give thema chance to object to it if they to. Renenber, it
is not identifiable sanples that are being used.

| think that is very interesting in terns of a
general policy for popul ation studies and on i ndi vi dual
consent fornms, this could also be offered to people saying
the specific option for anonym zed epi dem ol ogi cal research,
woul d you agree to your sanples being used. You cannot be
identified. We will never get back to you. W wll never
have any kind of information.

In a way, it is like the larger scale N H DOE
popul ati on study, where there is sinply an institutional
policy saying, look, this is the way it is going to be if
you opt in for it. W can't do anything about it. So, |
think that mght be -- after all the vagaries of what you
will see in the ten pages on consent and choice, mght be a
bal anced position to take.

The concl usions on that part, on page 18, are
still rather sketchy -- yes?
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DR. MIKE Do you have any analysis of tissues
that were not originally collected primarily for research
but becone inportant for research? In that side, since you
usual |y go back and get subsequent consent, is the enphasis
then on the procedures in protecting identity, et cetera?

DR. KNOPPERS: Renoving identity, you nean?

DR MIKE: Yes.

DR. KNOPPERS: Yes. That is the position that the
pat hol ogy societies would take. It is also the position of
the American Society of Human Genetics. That is called
retrospective anonym zed research.

DR MIKE In those situations where
identification is inportant then, is there also an
obligation to try to contact people? Wat about deceased
peopl e, et cetera?

DR. KNOPPERS: Where identification is inportant?
Well, then you have to go to an IRB, obviously, and discuss
whet her the invasion of privacy that says identification
woul d constitute for surviving famly nenbers is the
intrusion on -- if you can't anonym ze and you absolutely
have to identify him-- is that the hypothesis you are
putting forward?

DR MIKE: Yes.

DR. KNOPPERS: Wether the weight to be given to

famliar and personal privacy -- because when you contact
one, in genetics you are contacting the whole -- you know,
you have got the ripple effect, it can be -- the research is

so vitally inportant to you, you really have to bal ance
societal versus individual famlial privacy.

DR. MIKE Is that then left up to the individua
ci rcunst ance - -

DR. KNOPPERS: It depends on the country. There
are laws -- nost laws, and this cones right into ny next
part on confidentiality and access -- even the strictest
laws will nmake exceptions for public health purposes, crine,
national security, safety and so on. These are traditional
exceptions to strict confidentiality requirenents.

So, if in your particular research, there is a
public health conponent that is so vital in the interest of
the whole collectivity, then, perhaps, that would weigh in
as an exception even under strict statutory --

DR MIKE Can you give nme an exanpl e of
sonething |ike that?

DR. KNOPPERS: Let's see. | amtrying to think
of --

DR. EMANUEL: Yes. Transm ssions of infectious
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di seases.

DR. KNOPPERS: | amthinking what is happening
ri ght now on sone of the stuff, yes. Yes. And they are
dealing -- no, I won't go into it. No tine.

DR. EMANUEL: | think this issue of consent
actually turns out to be a core elenent. | want to
understand -- and | apologize. | just got this. So,

haven't read it.

One of the issues for us is the trend towards what
actually wll fall under the anonym zed rubric. WII it
i ncl ude, say, repeated updates on clinical status, but sone
kind of barrier with the investigator? |Is that what is
being usually put into the classification of anonym zed?

DR. KNOPPERS: You nean where you are updating
your research on the sanme cohort?

DR. EMANUEL: You may be foll ow ng soneone, say,

Wi th breast cancer and they keep comng into the clinic and
at sone point, you want to get their breast cancer tissue,
but, you know, wi th hundreds of other wonen, but you want to
have the latest clinical status, whether alive or dead,
recurrence, not recurrence, whatever.

DR. MJRRAY: | think Zeke has got his finger on an
anbiguity on how the concept of anonym zed has to be used
and there are at |least two senses. One is where the sort of
base tissue sanple itself has sinply been stripped of
identifiers.

DR. EMANUEL: You couldn't get updated clinical
hi story versus anonym zed where you are constantly getting
updat ed, but when you actually go to anal yze the sanple, you
separate it in sone irreversible manner

DR. KNOPPERS: That is right.

DR. EMANUEL: The investigator may never -- cannot
get to that information but, say, a pathol ogi st could.

DR. KNOPPERS: To identifying information you
mean?

DR. MJURRAY: That is not anonym zed --

DR. KNOPPERS: That is not anonym zed.

DR. MURRAY: Yes, but Zeke is correct in saying
that that is -- it is used in sone instances in that second
sense in which he --

DR. KNOPPERS: That is traceable or identifiable.
You can get back no matter how or whatever systemyou are
doi ng.

DR. EMANUEL: No, no. What the question is -- the
question is who can get that. The researcher can't get
that, but the pathol ogi st who holds the original sanple
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could get that. Do you see what | am sayi ng?

DR. KNOPPERS: Yes, but how woul d the researcher
contact the pathol ogi st?

DR. EMANUEL: | go to the pathol ogist and say |
woul d I'i ke all breast cancer sanples and the clinical
hi stories associated but I don't want to know who they are.
And | couldn't fromthe denographics tell. The pathol ogi st
will still know, but he won't know which category they fal
i nto because the researcher doesn't know and the researcher
doesn't have the key to get backwards.

Now, sonme people have said that is anonym zed.
Sone people say that is |inkable.

DR. KNOPPERS: Linkable. As long as there is a
key, it is linkable.

DR. EMANUEL: | think if the researcher can't go
backwards, that is a different -- that is not |inkable.

DR. KNOPPERS: Well, you mght want to | ook at the
-- obviously, then, the definition of the ASHG is not
sufficiently clear --

DR. EMANUEL: Right. It is too anbiguous.

DR. KNOPPERS: Yes, it is too anmbiguous. And | am
not sure if the Canadian definition is any better then for
you. Wiere did | put it? On page 12, where they --
identifiable, no problem Everyone knows what that neans.
Traceabl e i ncludes situations where there is access to
further information. You don't have it but you can get back
to it sonehow, no matter how. That is traceable.

DR. EMANUEL: No, no, no. | amnot --

DR. LO Traceabl e by whon?

DR. EMANUEL: Yes. See, the issue is by whom |If
| say January 1st, 1997, we are going to cut off. | am
going to take all the clinical data on those sanples and
then go. But | don't know who those sanples are as a
resear cher.

DR. KNOPPERS: The problemw th that kind of a
policy would be the status of the tissue would be dependent
on the person and to have an across-the-board policy like
t hat woul d probably nake research nore difficult than
hel pful in the sense that if you have got your tissues
categorized in whatever country you are in or what kind of
words you use or definitions, ASHG or whatever, then it can
be used across the board, across countries and borders.

I f you are saying, well, this researcher doesn't
know or this research project works this way, but another
research project works that way and pat hol ogi sts have a
different set of rules, it is not going to -- you are going
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to be hindering --

DR. LO This is an Anmerican peculiarity and it
conmes out of the history of HV testing, where people wanted
to do H'V testing on sanples drawn in the energency room for
ot her purposes, but they also wanted to wait to link up with
future events. You know, nost of the countries in Europe
said go ahead and do the study. It is inportant
epi dem ol ogi cal research and just keep it -- you know, just
assure confidentiality.

VWhat was wor ked out here because of the disconfort
of being able to link a positive test result to an
i ndi vi dual and, yet, not informthem was to gather the
foll owup data and then strip the identifiers so that no one
could go back and trace. That got the researchers out of
their perceived dilemma of knowi ng that they had identified
some H V positive individuals but felt very unconfortable
contacting them

They said we can't contact them because we
stripped the identifiers. It always struck nme as a very
sort of ingenious but norally slick way of getting around
it.

DR. EMANUEL: But this is an ongoing problemwth
| ar ge epi dem ol ogi cal studies, where you want the | atest
clinical data on them but you also want to not have the
identifiers there. The Physicians Health Study is an
exanpl e, where you have stored the bl ood sanples and you are
going to do a test and you want all that clinical data on
t hose sanples. But you don't care who they are. | nean,
you are not genuinely interested in the identifiability of
them but you want the latest clinical to associate with
your |ab study.

That seens to me to be the nergi ng nmechani sm
because we have all sorts of storage banks on that. Now,
your claimis that nost people would classify that as
identifiable as long as --

DR. KNOPPERS: Right now in the United States,
yes.

DR. EMANUEL: | think it is ambiguous in the
United States the way it is witten.

DR. KNOPPERS: Well, yes, up until about this
year, | would say now it has becone anbi guous, but as of
1995, that would definitely have to be --

DR. LO The policies are not how you categori ze
it but what your noral responsibility is if you as the
investigator with this anonym zed data set find a result
that maybe is of potentially great clinical inport to
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sonmeone in your population. Wat is your obligation to try
and trace the |ink backwards so you can identify the
i ndividuals at risk?

DR. EMANUEL: | think there are several things.
One is what procedures do you need to go through to be able
to do the study? Do you need |IRB approval ? Do you need
i nformed consent of that person, et cetera? That is one
i ssue.

No, on these you can't trace back because once you
got it as a researcher, say this vial cones out positive,
you have no idea in the 40,000 people who that is. You
don't and the pathol ogists can't go backwards either.

DR. MIKE: Does sonebody el se know?

DR. EMANUEL: No, the pathol ogist couldn't go
backwar ds.

DR. KNOPPERS: Well, then it is anonym zed.

PARTI Cl PANT: But there is a sanple that is not
anonym zed.

DR. EMANUEL: Exactly. The pathol ogist still has
a sanple that has all the clinical information, but because
you have 30, 000 sanples, you don't know whi ch person that
is.

DR. LO  You may actually be able to |ink because
you have got 40,000 nanmes with different bits of clinica
information. You could probably wite a conputer program
that could nmatch that back to a pathol ogist's database. It
is probably not that hard to trace.

DR. COX: But, see, you are focusing on the
researcher here and part of the problemis is it is the
peopl e who the sanples cane from too. So, if up front they
knew that this was going to be research for which the
i nformati on woul d never conme back to them that is fine.

But that is really never clarified.

So, the pathol ogist has the possibility of doing
that, right? But he or she doesn't because it is hard to
do, but the possibility is there. So, so long as the
possibility is there, then there is always the option if the
person says that they want to know. And this has actually
happened in the case of these retrospective breast cancer
t hi ngs.

DR. KNOPPERS: | am not sure the pathol ogi sts want
that kind of responsibility either.

DR. COX: Well, sone do.

DR LO Wll, again, it is when you |leave it open
to the individual choice of a pathol ogi st versus the, you
know, genetic researcher, then what expectations should the
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subj ect who donated the tissue have about what is going to
happen to themin terns of --

DR. EMANUEL: | think this is a very inportant
case that we are actually going to have to try to illustrate
because | amnot -- | amstill not sure we are all talking

about the exact sanme thing and there may be fine points here
that need to be --

DR. MURRAY: There actually has been a proposal.
| don't know if everyone got the article for a kind of one
way flow of information.

[ Mul ti pl e discussions.]

DR. MIKE  Wen you begin an experinment and you
have identifiable and you are going to deci de whether you
are going to have them as anonym zed versus identifiable
with the researcher not knowng, is it reasonable to nmake a
decision at that point in tinme about what you are going to
do? Are there exanples that come in you fol ks' experience
that you m ght have anonym zed this and then you conme out
with a result that is very inportant, unanticipated results
that are inportant to get back to the original -- to the
actual person giving the sanple?

DR. EMANUEL: One story with all those people who
had -- you know, where they got the sanples from
Paysachs(?). | don't know. There is obviously sone
anbiguity as to how inportant that woul d have been, but --

DR. LEVINSON. No. 1In any case where a gene is
identified and |l ater on a treatnent or prevention may be
identified and at that point, it becomes inportant to be
able to go back to that person

DR MIKE But there are exanples where they are
going to try to find whether there is a gene associated with
a particular condition. Once you get the gene identified,
then | say it is a different question. So, | amjust asking
t he question whether this issue about whether it should be
anonym zed or not identifiable to the researcher, but
sonebody | ooki ng back gets decided at the initiation of why
you why want to do the research in the first place and then
are the exanples where that systemfalls apart so rare or
nonexi stent that we don't have to worry about it and we have
got the solution or what?

DR. EMANUEL: | don't think the answer is clear.
DR. MJRRAY: Yes. W probably need to nove on to
the next point. Here, | amin agreenment with Zeke that

there is an inportant anbiguity here and nmaybe sonet hi ng
inportant for the future of research with human tissue.
It is not entirely clear yet. Mybe what Elisa
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Ei seman tells us in the second hour today will help to
clarify sone of that.

DR. KNOPPERS: | wll leave that, but | --

DR. MURRAY: One other thing, Bartha.

We started at 3:10 instead of at 3:00. W had
Madane Lenoir here and that took a little tine. Can we go
to at least 5:15? |Is everybody in agreenent on that?

DR. KNOPPERS: | am | eaving at 4:30.

DR. MURRAY: We will finish with you by 4:30, but
we may go -- if it is okay, go to 5:15.

DR. KNOPPERS: This point is inportant because you
are not going to be able to have a general opting out. |In

ot her words, you are not going to have at a popul ation |evel
or famlial or deemlevel or by disease | evel or whatever
group you want to call it, opting in for anonym zed
epidem ological if you are going to be able to |ink back
sonewhere and you are going to create | ook back, recontact,
notification and all kinds of other |egal obligations that,
you know. So, you are going to have to really think about
this | ast issue.

Ckay. Confidentiality and access, this part is a

little less conplicated. First of all, no matter whether
international or regional or national, the general nove
towards full disclosure is still at full bloom Like the
consent nmultiple choice phenonenon, however, | think it is
pretty well reached its -- what do you call it -- | am

thinking in French again --

PARTI Cl PANT:  Nadir.

DR. KNOPPERS: Thank you. In that -- with the
concomtant result that we now have the right not to know
O course,you need a m nimum of information to deci de what
you don't want to know. It is inpossible to talk about a

right, which is still a nascent right by the way. Don't
think of it as a developed legal right. It mght be an
ethical notion. It is still a nascent legal right and

shoul d be based on sone m ni mum anount of know edge.
O herwi se, you are underm ning the very essence of it.

So, full disclosure, a dimnution -- that is
French again, sorry -- and decrease, especially in European
countries of what was nore traditional there, which was the
t herapeutic privilege. | think genetics has finally killed

off pretty well the therapeutic privilege, even though it
remained in a lot of their codes of deontol ogy in European
countries that physicians may hold back grave and serious
information so as not to trouble -- that may sound strange
to your ears, but that has been very nmuch an ethos in
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Eur opean countri es.

So, we have the full disclosure, the energence of
this, in quotes, right not to know, and death al nost of the
t herapeutic privilege. And | think definitely with genetics
that will do it.

There are a whol e bunch of things -- what is in
t he paper, there is enough details in there. Turning then
to famly nenbers, okay, so the patient has a right to know,
not to know, access to the results and so on if they want
to, et cetera, to be recontacted in the future or not, to be
notified of incidental findings or not and so on. That is
under consent and choi ce.

VWhat about famly nenbers? Well, this is really
interesting stuff and certainly an area that needs nore
research. Do famly nenbers have any, in quotes, rights to
the DNA of other living famly nmenbers? W wll get to dead
ones in a mnute.

The international regional and European positions
are much nore in favor of an intrafamlial obligation to
share information and sanples. This would -- this is bl ood
relatives, though. Al right? This excludes -- they
haven't gone as far as spouses and common | aw partners and
soon. It is definitely very much nore of what | call a
famlial ethic or nmutuality within famlies.

So, this notion of intrafamlial disclosure is
definitely growing in the European context. One reflection
of not only intrafamlial, one reflection of this phenonenon
is that even here the present comm ssion already in 1983
when it came to physicians who were confronted with
pati ents/research participants, who refused to conmunicate
with famly nmenber -- because if there is access but there
is also informing. It is alnost |ike a corollary kind of
intrafam |ial reciprocal obligation.

Already in 1983, your presidential comm ssion set,
if you |like, the standards for under what conditions, where
there is such refusal, a physician would not obliged to

warn, but could if certain -- the four conditions, which are
in the paper, | won't repeat, are net, considered at | east
to be an ethical obligation and maybe a | egal defense. | am
not -- privilege. | amnot going to go into all the | egal

details of it.

These criteria of the presidential conmm ssion have
been appearing in different forns in official policy
statenents around the world. Has to be a serious -- first
of all, there has to be refusal, has to be serious, high
probability of occurrence, inmm nent sonetines or at |east

24



hi ghly foreseeable, treatable, preventable, et cetera.

| think the statenent that will be comng out this
fall at the American Society of Human Genetics on physician
di sclosure wll, again, pick up on that thread. As you know
the Genetic Privacy Act sees no such obligation and no --
you are, in fact, prohibited fromgiving famly nenbers
access to your patient/participant's DNA unl ess your
patient/participant is dead. And that suddenly changes the
rights of famly nenbers.

This is an exceptional physician --

DR. MJRRAY: Bartha, you are tal king about
Georgiana Strapt(?) Genetic Privacy Act --

DR KNOPPERS:. Yes.

DR. MURRAY: ~-- which | don't know how nany states
have adopted --

DR KNOPPERS:. 11

DR. MJRRAY: -- versions of it. 117

DR. KNOPPERS: | think so. That is what | read.

DR. MJURRAY: | didn't realize it was that many.
Ckay. Thank you. | just wanted to get that clear.

DR. KNOPPERS: Various parts of it -- it has never
gone in in toto anywhere. As | said, the property thing as
been taken out. You see, it is for lack of -- well, it is

there. Put it that way. How is that?

Interesting also in sone European countries -- |
won't go too long on this -- is the failure to rescue. Sone
countries of Napoleonic tradition have a duty to rescue
where soneone's life is in peril and it doesn't put your own
l[ife in peril. And could this be used, for instance -- the
French brought this up, as parents having an obligation to
rescue their children by sharing the DNA and so on and so
on. So, | didn't go very far. | will be drawing ny own
personal conclusions in nmy next draft, but I didn't want to
push nmy own opinion on this.

I n Quebec, we now have by |aw an article that says
after death, you -- even if the dead person has refused
during a lifetinme, there is automatically access to DNA for
famlial genetic conditions. The codes of ethics of various
genetics bodi es have said that even while alive, patients
shoul d be given the option of choosing whether a famly
menber shoul d have access or not. So, at least it should be
on the consent form

Shoul d there be above that a positive obligation
to share, that is another issue. | would say "yes." | know
Wrtz(?) and Fletcher in their WHO gui delines say that the
-- it is famly property, the DNA that famly nenbers share.
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| nsurers and enployers, | don't really think you
need to go into the whol e situation.

DR. MJURRAY: Unless there is anything that --

DR. KNOPPERS: | would rather have five mnutes to
go to ny general concl usions.

DR. MURRAY: Ckay.

DR. KNOPPERS: Let's just say even in countries
t hat have universal health care, insurance is a problem
because of life and disability insurance. Gkay? So, you
are not alone in your struggles with this.

As to researchers and col | aborati on between
researchers and access to sanples of other researchers or
shari ng between researchers, WHO, the position of the
advi sers, which is going to becone maybe an offici al
position in Decenber when that advisory report is going to
be di scussed to becone an official report, says that if
identifying characteristics are renoved, researchers should
be able to share sanples. W get right back to the whol e
busi ness again of this -- anyway.

And that popul ati on screening should be possible
on a popul ation basis for surveillance or for
epi dem ol ogi cal studies if sanples are nmade anonynous. This
is so that the state, in quotes, for public health planning
can follow incidence and preval ence. The reason that this
is very inportant and why they suggest an opting out, at
| east tell people that this is happening and then if they
want to opt out, they can say | amout, is -- take ny own
province. W have a new article saying that any sanple
since 1994, renoved during routine care that is going to be
used for research, undefined research -- it didn't say what
kind -- you need a witten consent.

So, the positivists, the legal positivists, took
this to nean any kind of research, including surveillance,
epi dem ol ogi cal and so on. So, all HV data has stopped.
We don't know what the incidence or preval ence or increase
or decrease of HHVis in our own province because we can't
touch sanpl es, even for epidem ol ogical surveillance to
studies without consent. So, it is very bad when you have
that kind of approach.

DR. MURRAY: Bartha, could you include that
exanple in a paragraph in the next draft?

DR. KNOPPERS:. | can't because Quebec is not a
country, so | couldn't put it in in ny bibliography.

[ Laught er. ]

PARTI Cl PANT: Do we know how you voted in the | ast
el ection?
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KNOPPERS: |If ny husband heard this --
EMANUEL: Could we wait just a few nore weeks
and maybe
MURRAY: -- is a nmenber of the --

KNOPPERS: Yes, he is elected politician of
the party for Quebec recognition as a country. But | could
not --

%_% B2

DR. MJRRAY: This is a donestic issue.

DR. KNOPPERS: So, the state, again -- | nmentioned
it earlier. There has always been traditionally -- now,
this is sonething to watch, this kind of exception, this
traditional collective interest, public health, secured
exception, which has been around for a long tinme, is now
under suspicion because of genetics again, because it is
being used in the crimnal context for, you know, banking
recidivists and so on. It is all -- and the flow over into
public health, a legitimte public health policy, which is
now al so seen as suspi ci on because you see the state is
keepi ng genetic profiles and so on and so on, is sonething
toreally reiterate the public health rationale.

It needs a boost and it needs greater el aboration
and greater detail. People don't buy public health because
they don't know what it neans anynore. So, | think in the
genetic context, it is going to be very inportant for you to
deal with that issue.

| want to go straight to nmy concl usions on page --
at the end, then, Tom just so --

DR MURRAY: Sure.

DR. KNOPPERS: Page 32.

DR. MJRRAY: Your concl usions on the
confidentiality section or for the full paper?

DR. KNOPPERS: Well, the confidentiality section,
| think, is -- there are six of themor five actually.

DR. MJRRAY: Yes. GCeneral conclusions on 32.

DR. KNOPPERS: W will go straight to the general

kay. The first is -- and this is an -- we are
now at the stage where we have to integrate human genetic
research into mainstreamnedicine. This is also ny | ast
conclusion, which I wll get to in about two mnutes -- in
order to normalize DNA banking, genetic testing and genetic
information. So, howto do this and the reason we are
having great problens is not only because of the historical
context relation to genetics and so on and sone of its
specificity in that it is famlial and not just personal,
but al so because of commercialization and because of
i nformati cs.
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When you can put denographics, informatics and
genetics together, you are in a newre-creation, if you
like.

| mentioned the sui generis, which | think it is
very inportant that we end the property/person debate, that
we rem nd ourselves constantly of what the differences are
between the two. They have very inportant synbolic val ue,
but let's get on wth protecting what the human subjects or
participants, | prefer to call them and the material and
the researchers and so on and get away fromeither the
reification or the sacralization of the sanple, as | say.

| also take the position that both reification and
sacralization of the sanple are reductionist in that the
first disregards the human source, the human. Everything
becones a sanple source. Property interest, but still a
sanpl e source, while the latter raises DNA to a higher
status than that afforded to the living person, whose DNA,
whi | e unique, is also shared.

Bot h of them m ght harm epi dem ol ogi cal and public
health research. | would argue that an anonym zed sanple is
no longer related to a particular person and that, perhaps,
is opting out with notification, general notification, to
the public at large and specific notification in research
protocol mght be the way to go.

The reason you need the general notification is,
obviously, for leftovers during routine care. You need
specific notification during research protocol, wth opting
out in both situations.

And i nsurance and enploynent, | will be comng to
my own conclusions in ny final, final paper. However, since
it was not under ny mandate, | didn't go into further detai
in this paper. | do argue for international, at |east your

mandate is national, so let's say national standardi zation
of core elenents of coding, anonym zation, conditions,

| ength of storage and this new -- and the question of
destruction of sanples, which pathol ogists find an anat hema
and which others find an expression of free choice and

i ndi vi dual choi ce.

The idea of being able to physically wthdraw
sanples is nonsense. Wthdrawing from partici pation,
obviously, is very inportant in terns of saying | want to
stop here; | don't want to go further. So, you can't use
that person's sanple anynore. But anyone who has ever been
in genetic research knows you can't physically sort of walk
out with your DNA, so to speak.

My concl usion then --
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DR. MJURRAY: | amsorry, Bartha. That is just a

little nysterious. | nean --

DR. KNOPPERS: You want to go home with it?

DR. MJURRAY: No. Wthout commtting -- | am not
sure what | think about it, but it seens to ne if you said
you have got ny sanple, | want it destroyed, that is at

| east a neaningful thing to say.
PARTI Cl PANT: No, no, no. She is saying sonething
different, wwthdrawing it.

DR. KNOPPERS: | said withdrawing. You can opt to
have it destroyed, even if you m ght say, oh, we need it.
It is so inportant for mankind or whatever. That still is a

very personal choice. But the idea that sonme people are now
saying not only consent or refuse to continue to

partici pate, but you should also be able to physically

wi t hdr aw.

DR. MJRRAY: Like it is ny x-rays.

DR. KNOPPERS: Believe ne, people have asked.

So, ny conclusion is to sonehow avoi d either
genetic specific legislation or human rights general
legislation in this particular context of research with
genetic sanples and strengthen the provisions currently
found within the physician/patient relationship with respect
to confidentiality, respect for patient integrity, respect
for choice, respect for the patient wwthin a famly unit and
to, as nmuch as possible, if you can in your work and your
conclusions, keep it within that fornerly sacrosanct and,
hopefully, still sacrosanct relationship and strengthen and
reaffirmthe deontol ogical and legal, if there are any,
saf eguards of genetic information, genetic sanples and
research within the nedical context.

One, it is a good barrier against
commerci alization. Second, it is the nost personalized
context and the nost real one for the patients.

Are you not follow ng ne, Tonf

DR. MIKE Do you consider the Carleton Rocken(?)
pat hol ogi es revised statenent and the redefinition of what
-- genetic information to be not productive or contrary to
what you are sayi ng?

DR. KNOPPERS: If | may say so, | think it was in
reaction to the earlier -- | think we need to find a mddle
ground between what the pathol ogy societies are saying, for
whomit is just stuff, and the first statenent that came out
fromthe first NITH one in 1995, that literally, you know,
rai sed the sanpl e above persons.

DR. MJURRAY: | take it you said you needed to
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| eave at 4:30 because you need to | eave at 4:30 to get
sonmewher e

DR. KNOPPERS: Well, actually, if | could have
fl own back Air Canada, | could have stayed | onger, but since
| have to fly on government rates and go to Pittsburgh
first, I have to | eave

DR. MJURRAY: Right. W have about two nore
m nutes before she needs to | eave. Does anyone have any
ot her questions you want to ask her?

W will have questions and | just want to -- so,
want to keep the communi cation |links open. Wat is the best
way to reach you?

DR. KNOPPERS: E-mail. Don't try call -- | don't
answer - -

DR. MJURRAY: We will meke certain that if you
don't all have Bartha's e-mail address that you will and you
can then communicate with her directly or through our --

[ Mul ti pl e discussions.]

DR. EMANUEL: The one question | have for you is
the sort of increasing separation of the sanple fromthat
relationship. | mean, | guess one of the big concerns for
many people is the fact that, you know, you go in and your
surgeon takes out a piece of tissue and then a couple of
years down the |ine soneone el se wants that sanple. They
have cone up with a new test or they want to investigate al
people with this disease or whatever it is and it is not
clear to me that your call for strengthening the protections
in that relationship really are going to do nuch for this
ot her context, one.

Two, there is the other situation of massive now,
40, 50, 000, 100, 000 person epidem ol ogi cal studies with
i nterventions, but that have now banked sanples that are
quite useful for a whole variety of things, often not
anticipated at the start or new tests that cone al ong even
in that sanme di sease.

| am not sure the nodel you suggested necessarily
apply in either case.

DR. KNOPPERS: No. You are right. It would be a
de novo kind of start for those sanples al ready banked and
| eft over that people -- it used to be that you abandoned

all your debris on entering like residue elicta(?), the
Latin expression for it. And what to do then about those
al ready banked and already there. The only way | think you
could use themwould be to tell the public that sanples --
we need them for epidem ol ogical or genetic research and so
on. However, we will renove -- you definitely have to
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irretrievably, no little keys anywhere, anonym ze them and,
however, that may break sonebody trying to build a pedigree
and needs one little last identifiable source, otherw se, at
the current state of affairs, you sinply can't do that, even
t hough the intention of those persons was to abandon the --
when it never entered their mnd in 1950s, sixties or even
seventies, that they were ever going to be able to have any
ki nd of control over abandoned body parts or cells or bl oods
or what ever

Starting new, | think the opting out generally for
routine care leftovers is a good approach, that the Dutch
have put into their civil code. And | think for research
protocol s you should offer a choice.

DR. EMANUEL: One |ast question. D d | get you
right, you would not distinguish doing genetic tests on the
stored tissue fromother kinds of nedical tests?

DR. KNOPPERS: No.

DR. EMANUEL: | just wanted to nmake sure.
DR. KNOPPERS: So it is genetics, so what?
DR. EMANUEL: | agree with that. | just wanted to

make sure that we had --

DR. MURRAY: W could keep you here but we don't
want you to mss your flight.

DR. KNOPPERS: No. The next version you wll get
is going to be nore highly opinionated sinply because I am
now going to start preparing it for inclusion in a book. |

will also correct any errors. | wll check all footnote
nunbers and so on to nmake sure | have got eery country
correct and so on. | think there is enough basic

information to keep you going for awhile.

DR MIKE One last question. |If you get tissue
and it is totally anonym zed, non-traceable, et cetera, you
still would want that person to opt out of future studies.
s that correct?

DR. KNOPPERS: G ve thema choice to opt out of?

DR MIKE: Yes.

DR. KNOPPERS: Yes.

DR MIKE Wy is that?

DR. KNOPPERS: They are in a research protocol?
These are people in a research protocol ?

DR MIKE Let's make a hypothetical where there
IS no harmever going to cone to that person, no tracing
what soever, but it may be used for research. You would
still require --

DR. KNOPPERS: If you are in a research protocol
you are in a different situation. You are in a relationship
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that is of a different nature, where the obligations are
nmore of conmmuni cation, of getting back and so on, are much
nore intense, of a higher level of comunication. There you
woul d have to give, no nmatter whatever, a choice to be
anonym zed or forever anonynous or whatever.

When | said anyone going through a hospital where
you are al ready consenting to have that bl ood or urine or
whatever it is renoved, you don't opt out in witing. You
are told that unless you say sonething, this will be used in

anonym zed research because -- that is different. And
there, you know, there you woul d have access to -- unless
soneone actually, which they mght do -- | nean, we do
have - -

DR MIKE: Wll, take that exanple, would you
still find it necessary to say unless -- whatever, do you
still need --

DR. KNOPPERS: Yes, just in case.

DR MIKE: And why is that? 1Is it because there
i s sonet hing special about our body parts or our genes or
what ?

DR. KNOPPERS: That is not ny personal opinion.
am saying as a public policy position, that is probably --
one, it is best to be transparent, even in the nedical
situation. |If people find out later that surreptitiously
all bloods during the last five years at Mass Ceneral had
been shi pped off to sonme project in Denmark for studies on
who knows what, it would undermi ne the trust that you have
when you enter into the general consent to nmedical care.

DR MIKE: Well, | amjust raising that in the
sense that people use ny social security nunber for any
nunber of purposes. They sell it. They sell ny addresses
and things like that. So, | amsort of |ooking for an
underlying societal reason why -- why we feel so special
about this. 1Is it because --

DR. KNOPPERS: Well, again, you are not going to
the hospital because you want to. | nmean, again, it is not
as -- it is not the sane as a research rel ationship, but you
are not there by -- if you want to go give blood --

DR. MIKE  You know, if | have to drive in the
United States and they happen to use ny social security

nunber for ny driver's license -- there are any nunber of
things in this society that | have to do. | nean, you can
-- we can qui bbl e about whether |I don't have -- | don't have
to go in the hospital. | can get ny tunor on ny |leg, et
cetera, but | amjust asking sort of a phil osophical
question, | guess. | nean, why is that? | nean, is it
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because that is sonmething to do with our bodies or what?
And, yet, at the same tine, the | aw has been such as that
when | die, | amjust a piece of chattel. 1In the old days,
it was ny famly who could do what they want with it.

Right? | mean, you have to override -- in those days, | had
a personal opinion. | want to be cremated and your nother
says, oh, no. | want to bury you in the famly crypt.

DR. KNOPPERS: That still happens, by the way.

| think the point is is when you are entering a
health care institution, you are not thinking about research
and patents and products and tests and inplications of what
m ght be found for famly nmenbers and so on. So, it is one
respect for individuality and integrity, which is in al
medi cal care, but it is also the transparency of what is
actual ly happening in that institution. |If it is a general
policy, then unless you say sonething -- and I amtal ki ng
consent fornms | can research. This will be going on and the
foll ow ng protections have been put in place.

| nyself don't hold -- | feel, you know, with the
DNA we share with the plants and aninmals, | have personally
no particular attachment to nmy DNA, but | can see where we
woul d have to put that protective policy in place for those
who do in order to make sure that the research can go on
because it is the lack of that transparency that is
currently going to be harm ng genetic research.

DR MIKE: So, it is nore a reaction to how you
want to use it rather than a protection.

DR. KNOPPERS: | think it is a bal anced approach
to the conflicting physicians and the different cultures and
val ues, which | mght not share, but which | recognize as
bei ng i nportant.

DR. MIKE By the way, you have no idea what ny
personal opinion is.

DR. KNOPPERS: Well, you know m ne now.

DR. MURRAY: Bartha, thank you.

DR. KNOPPERS: You are welconme. Good luck. | can
cone back if you -- after grant-witing season. Please wait
until Cctober 10t h.

DR. MJURRAY: W gave Elisa a very sinple and easy
task, which is to find out everything there is to know about
how many sanples there are, tissue sanples there are, and
under what sort of circunstances they are gathered, what
sorts of organi zations hold them under what conditions and
how they are used. This is -- we will call this your
interimreport.

Agenda Item Tissue Sanples and Sanpli ng

33



DR EI SEMAN.  VWhich | have only been working on
for about two weeks. Although |I have to admt | was able to
find a lot nore information than | thought I would in the
short tine that | have been working on the project.

So, as Tom just nentioned, the questions that |
was asked to answer kind of fall into the general category
of who, what, where, when, why and how. \Were are these
sanpl es? What are they used for? And nore specifically --
| am sorry. Everyone should have a copy of these slides.

I f you don't, there are sone extras that Henrietta has.

So, nore specifically, the questions are -- | kind
of phrased themin the context of who, what, where, why,
when and how. And those are here. Who are the sources of
the stored tissue sanples? W has access to the sanpl es?
For what purposes are stored tissues used? Wiat identifying
information is kept with the tissues?

Where are tissue sanples stored? |In other words,
what institutions, where physically are they? When are
stored tissue sanples discarded? Wy were the tissue
sanples originally collected versus the question up above is
for what purposes may they now be used for?

How many tissue sanples are stored in the U S.,
which | amnot sure we will ever get a concrete answer to?
And then, lastly, how are the tissue sanples stored?
Physically, are they in the freezer or in a cabinet?

So, the first thing that |I tried to do is kind of
get ny hands around where are tissue sanples stored, what
types of institutions. This is what | cane up with. It is,
obvi ously, open to suggestions if anyone has any ot her
ideas, but | tried to be as conprehensive as possible.

One is at mlitary facilities, which includes the
Armed Forces Institute of Pathology, as well as nedical
centers, mlitary nmedical centers, and al so VA nedica
centers.

The second woul d be at forensic DNA data banks,
government | aboratories, such as NNH At the NIH, there are
several sanple banks, tissue banks; DOE, the CDC, which is
i nvol ved in NHANES, which is the National Health and
Environnmental Health Study, as well as under "Governnment," |
have included state governnent, the state public health | abs
that do a ot of the prenatal -- | nean, the newborn
screening tests with Guthrie cards; at diagnostic pathol ogy
and cytology |abs, which | have differentiated from
uni versity and hospital -based research | abs.

And then there is commercial enterprises, |ike
ti ssue banks, DNA banks, and | have al so included wthin
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this, pharmaceutical and bi otech conpanies that may have
tissues in storage for both research or that have cone from
clinical trials.

There is also non-profit organi zations and bl ood
banks. You will see, hopefully, through the talk that |
have included all of these.

So, now on to sone specifics. Basically, | am
going to start with at the top of the list that | just
showed you because that is where | was able to gather the
nost information. O course, the top of the list is the
mlitary, where you would expect that this information has
been recorded and is -- and not expected that it is so
readily available, but it was, which was very nice.

So, | have divided the mlitary into two sections
for information that | have now under the Arnmed Forces
Institute of Pathology and we are still working on gathering
informati on on nedi cal centers and VA hospitals.

Wthin the Armed Forces Institute of Pathol ogy,
there is the National Pathol ogy Repository, which is the
worl d's | argest pathology repository. It has collected over
2.5 mllion cases, starting since 1917. Those 2.5 mllion
cases have actually been divided up into huge nunbers of
actual sanmples, over 50 mllion m croscopic slides, 30
mllion paraffin blocks and 12 mllion preserved wet tissue
sanpl es.

And they say that they are collecting about 50,000
new cases per year. So, it is a huge source of sanples.

In contrast, the DNA Speci nen Repository is a
repository of sanples fromenlisted personnel. Jennifer,
who has been working with me on this, was able to get up-to-
the-m nute data. As you can see, at 9:28 -- but as of 9:28
this norning, there is just 2 mllion blood and saliva
sanples stored in this DNA repository. And there are
accruing sanples at the rate of 10,000 speci nens per day.
So, again, it is a huge repository of sanples.

A lot of this is collecting bagged sanples. So,
when you enlist and when you start, you actually give a
sanple, but they also have to cover people that are in the
service now. So, this accrual will eventually sl ow down
once they kind of catch up with people who are already in
t he service.

Ri ght now, the DNA -- well, actually, | should say
as of 1996, under new regul ations, these DNA sanples are
mai ntai ned for a period of 50 years and, again, under these
new regul ations, there is an option for servicenen to ask
for their sanples to be disposed of only after their service
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to the mlitary is finished.

So, who are the sources of these sanples? The
Nat i onal Pat hol ogy Repository has both civilian and mlitary
sources fromthroughout the world. So, basically, they can
be deposited fromanywhere. This includes all of the
branches of the Arned Services, as well as the Veteran
Affairs hospitals, other federal agencies, such as the
Justice Departnent, Public Health Service.

The civilian sanples are submtted under the
Cvilian Consultation Programin cooperation with the
Anerican Registry of Pathology. And, again, as | said,
there are foreign contributors.

For the DNA Specinmen Repository, as | nentioned,
it is all mlitary inductees. That includes both active and
reserve personnel. This also includes civilians and foreign
nationals, who may be working with the United States in
areas of conflict. So, it is not just limted to donestic
personnel .

For what purposes are the stored tissues used?

The National Pathol ogy Repository is mainly used for

consul tation, education and research and pathol ogy. Sone
other areas is to study unusual tunors that they may have
sanples of and it also can be used as part of a public

heal th surveill ance systemto study new energing infectious
di seases.

The DNA -- so, it has multiple uses. Wiereas, the
DNA Speci nen Repository is neant to have only one use and
that is to be used as reference material for identification
of remains. In the DNA Specinen Repository, the bl ood and
saliva is stored and the DNA is not extracted until it is
needed for remains identification.

So, who has access to these sanples? The Nati onal
Pat hol ogy Repository is very open to collaboration. They
freely |l oan samples -- | shouldn't say "freely." | should
put a disclaimer on that. The sanples can be | oaned out to
i ndi vidual s or organi zations, as |long as they have consent
fromthe depositor. The depositor can get their sanples
back for follow up studies on patients as well.

The DNA Speci nen Repository, the sanples cannot be
used by anyone w thout consent for purposes other than
identification of human remai ns, except for where subpoenaed
for investigation or prosecution of a felony.

DR. MURRAY: Lisa, am| correct that all sanples
are identifiable sanples?

DR. EI SEMAN. That information, we don't have a
concl usi ve answer on. They are coded by diagnosis, but they
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al so do contain patient information and for coll aborative
research, | amnot positive how the sanples are sent out.

DR. EMANUEL: And they may not even have nane
t ags.

DR. EI SEMAN. | know that they do have nanes
because a pat hol ogi st, who has deposited a sanple can go
back and say | need this sanple back to follow up on a
patient. So, | don't knowif all of themstill have nanes
or if there is a portion that have nanmes and sone that
don't.

So, how are the tissue sanples stored? As | just
mentioned, the material is coded by pathol ogical diagnosis
and, as | nentioned at the begi nning of the discussion of
the mlitary, of the National Pathol ogy Repository, but
there are multiple fornms, mcroscopic size, paraffin blocks,
et cetera.

The DNA Speci nen Repository, three DNA speci nens
are collected fromeach servicenan; two bl ood sanpl es and
one buccal snear, which is sonme of their T cells. The two
bl ood sanples, one is stored in a pouch in the nedi cal
record and the other is stored in a vacuum seal ed bag and
pl aced at m nus 20 degrees at the repository.

The buccal swab is fixed in isopropanol and stored
at roomtenperature at the repository. These specinens are
obviously identified and include a | ot of identifying
i nformati on.

DR MIKE [Comment off m crophone. ]

DR. EI SEMAN. No, not all sanples frommlitary
medi cal centers are at the repository. They do nmaintain
their own repository --

DR MIKE [Comment off m crophone.]

DR. EI SEMAN. That is ny understanding and we did
check into that. That was a question that we both had as
well. W are not clear exactly how -- which exact sanples
get transferred to the repository versus which ones stay at
the hospital. But |I can tell you that Tripler Wod
mai ntained its own storage of pathol ogy sanples and not all
of their sanples would be sent to --

DR MIKE [Conmment off m crophone.]

DR. EISEMAN. | don't know. That is a good
guestion. | do know that as sonme of the mlitary nedi cal
centers are being closed down, that those sanples are then
transferred to the repository.

Now, | am going to nove on to the forensic DNA
data banks. And don't worry because, like | said, the
mlitary has the nost information. So, | amnot going to
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drag you through all that information on each one of those.
But | did want to talk a little bit about sone of the other
pl aces where sanpl es are stored.

Forensi c DNA data banks, the information is
actually stored as data, not the actual DNA sanple itself.
So, it has gone through the restriction digest and the data
is in the conputer.

By Septenber 1996 -- and this is information
obt ai ned by Jean McKuen(?) -- 32 states had begun to coll ect
bl ood or in sone cases, saliva fromconvicted of fenders and
actually 40 states had state statutes in place by Septenber
1996.

Nat i onwi de, these sanpl es nunber up to around
380, 000 and about half of them not quite half of them 30
percent of them 116,000 of them had been actually anal yzed
and were entered into the DNA dat abase.

DR. EMANUEL: [Comment off m crophone. ]

DR EI SEMAN:  Correct.

DR. MURRAY: That is not stored tissue.

DR. EISEMAN. It is genetic information.

DR. EMANUEL: Yes, but it is not like if I wanted
to go back and, you know, do a DNA study, | could.

DR. EISEMAN. No. It would only be for
identification purposes.

So, the DNA profiles prepared fromthe sanpl es
have al ready been valuable in tracing biological material
found at crinme scenes. Again, by Septenber 1996, the data
banks had al ready achieved cold hits in at |east 58 cases;
"cold hits" neaning a sanple taken at a scene was anal yzed
and was found to match up with a sanple of a crimnal that
was in the database w thout any other connection, not
knowi ng who the perpetrator was.

Then in at |east 80 instances, DNA data banks have
been used to establish associations between two or nore
unsol ved cases. For exanple, in Mnnesota, they were able
to take biological material from 18 different crime scenes
and link themall together to show that it was the sane
person who commtted all those crinmes. Unfortunately, |
think, in that case they didn't have a prior conviction, so
their data wasn't in the file. So, they couldn't identify
t he perpetrator.

Ckay. The state public health | abs that do
newborn screening -- this is the Guthrie card question -- |
do have sone nunbers here but it is not a concrete nunber,
like 2.5 mllion, because it depends on the state and it
depends on how |l ong they store the tissues for and how
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popul ace the state is.

So, | have kind of ranges for you. The mgjority
of | abs have accumul ated | ess than 500, 000 cards over the
years, although, as you can see, seven have greater than
5,000 and the one that has the nost is a collection of 6
mllion Guthrie cards in their collection.

The nunber of cards collected over a year's tine
range anywhere from 10 to 500,000 and the exanple here is in
California. Alnost all the children born in California are
tested and there is about 550,000 children born each year in
Cal i forni a.

So, what are the purposes? The obvious one is to
screen newborns for inborn errors of netabolism such as
phenyl ketonuria, cystic fibrosis, sickle cell anema. There
is actually a list of eight to ten different screening
procedures that are done and it varies fromstate to state
whi ch ones are done.

But the other thing that they have been used for
is a resource for popul ati on-w de genetic epi dem ol ogi c
studi es, which we were tal king about earlier.

Who has access to the sanples? | kind of answered
that in two ways. One, who has i mredi ate access within the
| ab, and that ranges fromsix or fewer people to greater
t han 20 peopl e versus who has access on the outside, what
third parties nay have access to sanpl es.

Again, this is information froma paper by Phi
Ril ey and Jean McKuen and in their study, they found that
the vast majority of |aboratories would not give access of
identifiable Guthrie cards to insurance cards for enployers.
However, several |abs would give access to | aw enforcenent
or other state agencies, such as the state child welfare
agency.

There is a lot of information on this slide and
just to summarize it very quickly, each state has its own
way of storing the sanple. It ranges anywhere from sticking
it in a cabinet to putting it in a special box and putting
it inthe freezer, putting it in a warehouse or a basenent.
So, these are all over the pl ace.

DR. EMANUEL: But they do contain a |ot of
i nformati on.

DR EI SEMAN: Yes, they do. They do contain
identifying information, such as the nother's name and
address, the hospital of birth, the baby's nedical record
nunber. However, it is easy to cut out a spot fromthe
GQuthrie card, a spot of blood, and use that for what woul d
be considered -- | don't know now -- anonym zed or -- for
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epi dem ol ogi cal purposes or other.

Just an idea of how long different states keep
cards. There are 53 listed here. That is because it
includes the District of Colunbia, Virgin Islands and Puerto
Rico. Forty of the states do screen their cards for sone
I ength of tinme, ranging fromone year to indefinitely;
whereas, 13 of the states discard their cards within severa
weeks or nonths.

Just a little bit on diagnostic pathol ogy and
cytology labs. There is a directory of DNA diagnostic |abs
called HELI X. Again, Phil R ley and Jean McKuen did a
survey of these labs and | amgoing to present just a few of
t heir findings.

But basically, there was 148 labs listed in this
directory as of January 1st, 1994; 137 of the | abs were
academ cally based or within governnent agencies; whereas,
11 were commercial | abs.

Again, it really varies, depending on the
institution, how many sanples are stored, ranging fromless
than a hundred to over a thousand, well over a thousand.

And they are stored for various reasons. The main two
reasons are for service to referring physicians or for
research purposes, such as gene mappi ng.

| have just listed a fewthat | have cone up with
and here is where the data gets really soft. Actually,
there isn't any nunbers at all for you. That is with the
uni versity and hospital -based research labs. | think it is
going to be quite difficult to get our hands around how nuch
is really out there. Academi c institutions basically save
things forever and there are nmultiple different storages in
uni versities and hospital -based research | aboratories.

There are sone concrete or nore defined, | should say,
ti ssue banks at sonme of the universities and | have just
listed a few here.

There is a couple at the University of M chigan,

t he Human Breast Cell/Tissue Bank and Dat abase. There is

al so a skin bank at M chigan. The University of Maryl and at
Baltinore has a brain and tissue bank and the University of
Pennsyl vani a has a bank for ovarian tissue.

So, | think those types of places we will be able
to get better information about, but when you are talking in
general at a university, it is going to be quite difficult.
| think the way we plan to attack it is to try to call sone
different universities, big universities, |ike Harvard
versus smaller universities and just get a general idea of
what they think they have in their stores or at |east a
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general idea of new cases -- like in the pathol ogy | abs, new
cases that they get every year. They should be able to give
us a nunber for that. That is about as concrete as you are
going to get there.

PARTI CI PANT: [ Comment of f m crophone. ]

DR EI SEMAN. Yes, | think probably a | ot of
pl aces keep them forever.

| did talk to Fran Pitlik(?), who is fromthe
American Society of Investigative Pathol ogy, and she kind of
gave ne sone ball park figures that pathol ogy departnents at
a maj or nedical center may receive anywhere between 10 to 25
t housand speci nens a year. So, therefore, nationw de, you
can kind of estimate that there are mllions of specinens
collected a year.

PARTI Cl PANT: -- by the nunber of adm ssions for
surgi cal procedures would give you sone sense as to what
that sample --

DR. EI SEMAN. Wl l, the pathol ogy | ab shoul d have
a nunber. Usually, it is the year 1997 and then the case
nunber is how many nunber of cases that have cone in

For commercial enterprises, as | nentioned at the
beginning, | kind of divided it into tissue banks, DNA banks
and then the pharmaceutical and bi otech conpanies that are
usi ng these sanples for research. Sone of the tissue banks
and DNA banks woul d be consi dered bi otech conpani es, but |
tried to make a distinction between a biotech conpany that
does research versus a biotech conmpany who is in the
busi ness to bank tissue.

| have just given sone exanples here. [In 1992,
again, Phil R ley and Jean McKuen, who have been doing a ton
of work in this area, did another survey of 11 biotech
conpani es that bank DNA and the estimate at that tinme was
that there is probably | ess than 10,000 sanpl es banked in
comerci al DNA banks in the United States.

| think the difference between 1992 and now i s
very large and we want to try to get sone nore information
at least fromthose 11 conpanies that were originally
contacted to see how big their stores are now.

DR MIKE  Wat is their purpose?

DR EI SEMAN. A lot of purpose is for storage for
gene |inkage studies, where famlies will deposit their DNA
for use in linkage studies wwthin their famly. It is also
used for identification purposes. Parents will submt
sanples of their children in case of an abducti on.

PARTI Cl PANT: | have seen those ads on the
| nt ernet.
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DR COX: It is very interesting. | nean, the
I inkage thing froma comrercial point of viewis very
i nteresting because alnost no famly is big enough to get
any information. The famly doesn't know that.

PARTI Cl PANT: [ Conment off m crophone. ]

DR. EISEMAN. | amsorry it took so long to get to
the answer to your first question, Tom But sonme exanples
of non-profit organizations is the Coriell Institute for
Medi cal Research up in New Jersey. It is a huge tissue bank
of nmutant cells.

The Rocky Mountain Multiple Sclerosis Center
Ti ssue Bank and there is a Northwest Tissue Center. Again,
this is not conplete and it is going to take sone digging to
try to find out what else is out there.

| have to admt that this stuff under "Bl ood
Banks"” was nmy one big surprise, one that | didn't think of.
| had thought of blood banks, but Jennifer today called the
American Red Cross and found out not only do they bank
bl ood, but they also have a tissue bank. They store cadaver
tissues for transplants and it is in the consent that that
ti ssue may be used for research or education. At |east at
the Northeast Area Tissue Services, it is not routinely used
for research at this point, but may be available. So, it is
a potential tissue bank.

They estimate that just in the Northeast Tissue
Bank, which is one of six and it is probably the small est of
the six tissue banks run by the American Red Cross, there
are thousands of bone, skin, connective tissue and heart
val ve sanpl es

On the bl ood bank side, as you can inmagi ne, there
is a lot of blood banked over the year. The Red Cross is
responsi ble for collecting about half of the blood in the
United States and they collect -- well, they collected in
1996, about -- alnmpbst six mllion donations of blood. They
estimate that there is about 20,000 units of blood stored
frozen in the United States at any one tine.

They do nake avail able platelets and red bl ood
cells. \When they have expired, they wll sell those for
research.

DR. MIKE But these are not banking in the sense
that we think of banking. They are just sort of I|ike
col l ecting and distributing.

DR. EI SEMAN.  Mainly, their purpose is for
collecting, distributing and, as a matter of fact, they try
not to hold the blood in their banks for nore than three
days before they give it to hospitals, but that bl ood does
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sonetinmes expire. Platelets have a shelf life of five days.
Red bl ood cells, depending on the preservatives, can range
anywhere from21 to 42 days and if that bl ood does expire --
or the platelets or their blood cells do expire, they wll
sell that for research. So, it, again, is a source of
material for research

DR. COX: Can people get identifiers with that?

DR. EISEMAN. | don't think they get identifiers
when it is sent out for research.

DR COX: But if they ask -- normally, it wouldn't
happen. | wonder because | know that they don't normally do
it, but what I don't knowis if | asked, whether | could get
it or not?

PARTI Cl PANT: No. The only thing that they -- you
coul d get the gender and the age, but not -- and they have
to get special permssion to even get that.

DR. COX: Ckay.

DR. EMANUEL: Wit a second. What about
associ ated -- because all the blood is tested, screened.

PARTI Cl PANT: Yes, they get the information, all
the FDA-required tests.

DR MIKE: Wll, if it is for research, though,

t hi nk that when you check you don't want your blood to be
used for actual donations. That may go into the research
bank.

DR. MJRRAY: Sonetimes it is used for research
because they have done -- but | don't know how often. |
know the Red Cross regi ons have soneti mes done studies
conparing rates of infected blood with people, who, in fact,
check off "yes" and check off "no." It is the bar code,
right.

DR. EISEMAN. | think the information that
Jenni fer got indicated that pretty nmuch all the bl ood that
the Red Cross gets in goes back for transfusion purposes.
So, it is not a huge amount left over. And that is a
guestion that we wanted to try to get a handle on is how
much usually do you sell versus how nmuch is used for
t ransf usi ons.

| think | can safely say the vast mgjority is used
for transfusion. But it would be nice to try to get a
handl e on how nuch is used for research

DR. MJRRAY: Anmong ot her things, we | ook at
financial statenents. | have never even seen that as an
itemof inconme. So, ny guess is it is trivial.

DR. EI SEMAN. Unfortunately, David Corn(?)
couldn't be wth us today, but he has been asked to
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contribute kind of a conpanion piece that we actually are

t hi nki ng of conbi ning as one piece because they go so well
together wwth the information | just gave you, which is what
is out there, howis it stored, the very nuts and bolts of

ti ssue banki ng versus what types of research have these

ti ssues been used for and what kind of discoveries have they
been used for.

| have just listed a few here. This is not
necessarily the ones that are going to end up in the report,
but have conme from di scussions with nyself and David Corn,
as well as sone information fromthe American Pat hol ogy
Chairs Survey that was sent out to 80 of the Anerican
Pat hol ogy Chairs across the United States and about 20 of
them responded. So, sone of this cones fromthat as well.

So, here are the types of research that have been
aided significantly; obviously, cancer research. That
i ncludes the study of all kinds of cancer, cancer research
as general as |ooking at tunor suppressor genes in cancer,
all the way to | ooking at specific cancers, |ike breast
cancer, prostate cancer, H V/AIDS research, |ooking for
epi dem ol ogi ¢ studi es, as has been nentioned before; also
| ooki ng at the causes of Kaposi's sarcoma and the Human
Genone Proj ect.

DR MJURRAY: | will say this to David as well. It
woul d be really useful, | think, to have exanples of how the
nore controversial tissue banks, ones with identifiable
sanpl es, would they have, in fact -- whether you could have
done it without -- you know, done it in a way that people
woul d find | ess troubl esone.

PARTI CI PANT: [ Comment of f m crophone. ]

DR. MJRRAY: That confuses ne a little bit because
presumably the DES would conme fromeither the woman's
statenent or the nedical record, per se, rather than froma
ti ssue sanple collected --

PARTI Cl PANT: They were seeing unusual cancer. |
don't renenber whether it was vaginal or cervical --

PARTI Cl PANT: Yes, it is a cervical cancer.

PARTI Cl PANT: But they were seeing an unusual kind
of cancer and once they put all these cases together and
tried to figure out what was causing it, they had to go back
to the nothers to find out if they DES during pregnancy.
They had to be identified.

DR. EI SEMAN. There is also a huge bank in
Col orado of sanples fromthe uraniummners to study
cancers. So, there are exanples. | know David had
mentioned specifically the uranium m ner exanple and | w |
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make sure that --

DR. MJRRAY: -- sense of just really what is at
stake here in terns of what kind of science m ght be done.

DR. EISEMAN. The last slide |I have is just the
research findings that have conme out of using stored tissue
sanples. As | nentioned, the discovery that herpes virus
causes Kaposi's sarcoma and proof that it is not caused by
H V, even though that is a comon problemthat H'V patients
get.

The role of Epstein Barr virus in the etiology of
| ynphomas; the one that is on the top of the news, the BRCAl
mutations in breast cancer and an interesting study of
at heroscl erosis and heart disease that was done during --
the study used autopsies of soldiers, very young sol diers,
who coul d already see changes in their -- atherosclerotic
changes and that was |inked to heart disease.

| woul d be happy to answer any ot her questions.

DR. COX: So, at the risk of ny own peril of
bringing this up, there is one full class of stored tissue
sanples that we need to put on this list. You tell ne what
it is.

DR EI SEMAN. Yes, sperm | wasn't clear whether
that was sonething that you wanted to i ncl ude.

DR. COX: Yes. Sperm oocytes and enbryos.

DR LO -- also to explain what proposed test
using DNA testing are proposed or planned that couldn't be
done wi thout going back to these large -- these stored
ti ssue sanples? Not just sort of -- what have we |learned in
the past, but what are we likely to learn in the future that
we wouldn't be able to get at as quickly if we couldn't go
back and use these stored sanples.

DR. EMANUEL: | think one thing that may be
hel pful , whenever we sort out, at |east, sonme general idea
of what we are going to suggest, to try to understand its
i npact maybe in sone of these cases, would it have barred or
made it nore difficult, would it have actually prohibited,
maybe to put off asking David that just now so we can really
hit wwth all of the questions at once and nmake it really
i npossible for him

But it does seemto ne that the bigger question is
not so nuch, you know, which way we go, but how either
burdensonme or not burdensone is the proposed ideas we are
going to have. Now, sone of us may have, you know, | ust
fromeither research we are involved in or research we know
about in sone sense as to whether that research could go
ahead or not go ahead.
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But | amsure he also will have a very inforned
opi ni on about that.
DR MIKE  Are you going to be able to answer

that question? | thought the essence of science is the
unknowabl e.

DR. EMANUEL: Well, but there are still sone
things that you do go to a big -- |ooking for sone

associations. Now, you may not find them but | nmean | can
t hi nk of several studies right off the top of nmy head that
have specifically used stored tissues that, you know,
dependi ng on what we decide, either couldn't have gone
forward or could go forward.

DR MIKE To ne, the question mght be sort of a
hi erarchy of pointers. Sonme of these kinds of things sort
of give you a lead to sonmewhere else. Was that really a
central -- you know, you are going to have a cascade down
toward the kinds of nore and nore pinpointed research.

DR. EMANUEL: Here are ones that cone to ny m nd.
Just the breast inplant studies that we have had within the
| ast few years, that relied on having those avail able, you
know, just a whole series available. Now, | grant you it is
not exactly stored tissue, but anything we say may have
i npact for those kinds of studies.

Recent studies on breast cancer and proliferation
of vessels and things like that, that relied exclusively on
stored tissues of breast cancer sanples, renpved at
pat hol ogy and then sonme new studies in the Physician Health
Study as we have new i deas about what m ght cause nyocardi al
infarctions and new tests to predict it, there have been at
| east two major studies that weren't anticipated when the
sanpl es were col |l ect ed.

So, | think those are the kinds of things -- |
mean, | think they are going to be critical for us to know,
whet her they could have gone or couldn't have gone and they
wi |l probably be included in the report.

DR. MJRRAY: Yes. And | think this goes to sort
of the style of the report. | mean, exanples are good and
it is my goal to make this report as readable to the non-
specialist as possible and | think |lost of exanples wll
hel p me understand it and maybe will hel p other readers.

DR LO Also, | think it goes really to the core
of what we are trying to do, is just to bal ance the
perspective for allowing certain types of research to
proceed w thout explicit infornmed consent versus what we are
giving up in terns of confidentiality and privacy and so
forth.
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Unl ess we have a clear idea of what at |east the
specul ative potential benefits --

DR. MURRAY: And al so what alternatives will be.
It may not be a sinple tradeoff. It mght be that, well, if
you do things a little differently, that people still
t hought was respecting the personhood or whatever, you m ght

actually be able to still do nost or alnost all of the
research that sone of us regard as really inportant.
DR COX: | would really like to enphasize what

Berni e just said because | think people dichotom ze it, you
know, into all or none, but the paraneter that is involved
here is sinply one of time. That is all that is involved
because people say, well, we have got to do it now and ot her
peopl e say, well, why not do it right. So, the dinmension is
ti me because you could start prospective study today to find
things out in terns of asking questions. People say "no,"
well, we can't wait and it would be a shanme, you know, not
to do it now

So, the tine is the really critical parameter and
| think that rather than dichotom zing that, you use that
time to say, well, howinportant is the tinme paranmeter and
what are ways that you can basically respect the person on
the one hand and | et the other hand be able to get
i nformati on.

DR. MURRAY: Sone questions mght be uniquely
unanswer abl e, though. 1Isn't that true of sonme of the AIDS
-- sone of the research on HV? Wen did the epidemc
begi n?

DR. COX: Yes, but | think that the questions that
are uni quely unanswerable are very few and far between, very
few and far between, because it is an issue of, again,
timng because nost of the things, you know, still exist.

If you want to look at -- again, it is tinme because we want
to look at trends over time. Then that is not an
unanswerable, but tinme is the critical conponent here.

DR LO But it is also resources. | nean, if we
have existing sanples and | don't have to pay the up front
cost of collecting the sanples, then | can do certain
t hi ngs, but, you know, if | don't have the funds to do the
gathering nyself, | can't do --

DR. HANNA: Tom if you are |ooking for exanples,
one thing you m ght think about doing is contacting one of
the Pl's, principal investigators, on one of the |arge

prospective longitudinal studies, |like the Nurses Health
St udy or Fram ngham or whatever, where now they are
beginning to -- | nean, there are actually findings com ng
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out now that are quite useful, based on the ability to go
back to sanples collected 10, 20 years ago that are |inked,
and try and find out what kinds of mechanisns they put in
pl ace and the protocol as they enroll people, who are

ot herwi se heal t hy.

| nmean, it is a different sanple than people that
are donating tissues because they are sick. But | think
that, to nme, it has always been quite surprising that those
| arge prospective studi es have seened to be, at |east by
appear ance, have seened to have escaped sone controversy.

DR. EMANUEL: Well, one of the reasons is they had
to have ongoing contact with these people.

DR. HANNA: Ri ght.

DR. COX: And they go back to the people, so the
peopl e know up front what they are going to get.

DR MIKE: As a matter of fact, as a son of one
of the original heart studies, | just got contacted.

DR. MJRRAY: It is a valuable suggestion, Kathi.
This Physician Health Study, is that a simlar --

DR. EMANUEL: Yes. Well, the sane few people run
all of the physician searches and the health professionals,
they are all run by the sane three people.

DR. MJRRAY: Ckay. | think we should go and | ook
at that.

It is after 5:15. It is alnost 5:20. W are
going to resune at 8:30 in the norning. Are we ready to
qui t?

We al ways thank the person who just gave the talKk.
| amactually tenpted to applaud for Elisa. She did, |
t hought, a heroic job.

[ Appl ause. ]

We are adjourned until tonorrow norning.

[ Wher eupon, at 5:20 p.m, the neeting was
recessed, to reconvene at 8:30 a.m, the follow ng norning,
Fri day, Septenber 19, 1997.]
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